Abstract: Given the importance of heterocycle indole derivatives, much effort has been directed toward the development of methods for functionalization of the indole nucleus at N1 and C3 sites. Moreover, the platinum-catalyzed allyation of nucleophiles was an established and efficient way, which has been applied to medicinal and organic chemistry. In our research, the platinum-catalyzed 2,3-disubstitued indoles with allylic acetates was investigated under different conditions. Herein, we established a simple, convenient, and efficient method, which afforded high yield of allylated indoles.
Introduction
The asymmetric synthesis of indoles is of great interest because of their prevalent structure motifs in natural products, organic materials, and medicinal compounds [1] [2] [3] . Especially with indoles and indole-derived heterocycles bearing a 2,3-disubstituted structure in pharmaceutical drugs [4] [5] [6] [7] [8] . The 2,3-disubstituted indoles serve as an ambient nucleophile, and some sophisticated conditions are required to achieve selective alkylation either at the N1 or C3 position [9] [10] [11] . Therefore, given the prevalence of the indole nucleus in biologically active compounds, the direct N1 or C3 functionalization of 2,3-disubstituted indoles represents an important issue [12, 13] . Moreover, a particularly difficult transformation is the electrophilic attack at N1 or C3 on 2,3-disubstituted indoles to produce indolenines containing a new C-C or C-N bond [14] [15] [16] . For these reasons, extensive efforts have been undertaken to explore the catalytic allylation of indoles at N1 or C3 sites [17] [18] [19] [20] [21] [22] [23] [24] [25] .
The allylation reaction of transition metal-catalyzed continue to enjoy increasing popularity as these can be based on a variety of metals and demonstrate regioselectivity to branched isomers [26] [27] [28] [29] . Transition metal η 3 -allyl complexes, as well as transition metal σ-alkyl complexes, play important roles as active species and key intermediates in many reactions with metal-catalyzed system [30] . The palladium-catalyzed allylation is a powerful tool for C-C, C-N, and C-O bond formations, which have been widely applied to organic chemistry [31] [32] [33] [34] [35] [36] . The processes have been shown to proceed by attack of nucleophiles on intermediate η 3 -allylpalladium (II) complexes generated by oxidative addition of allylic compounds including halides, esters, carbonates, carbamates, phosphates, and related derivatives to a Pd(0) complex [37] [38] [39] [40] [41] [42] [43] [44] [45] [46] [47] [48] [49] [50] [51] [52] [53] [54] . The palladium and ruthenium had been used in the allylation reaction of 2,3-disubstituted indoles, but according to our knowledge, platinum would not be reported [55] [56] [57] . The platinum is also a tool for transition metal, which is not often discussed in the reaction of allylation [58, 59] . In the past course of our studies by using platinum allylation, we established the application of a processed platinum catalysis with satisfied data [60, 61] . Herein, we report a novel catalysis of a platinum complex, which mediates N1-allylation or C3-allylation of 2,3-disubstituted indoles with allylic acetates.
Results and Discussion
The platinum-catalyzed allylation of 2,3-disubstituted indoles such as 1,2,3,4-tetrahydrocarbazole with allyl acetate was investigated under various conditions (Scheme 1). When a mixture of 1,2,3,4-tetrahydrocarbazole (1a, 1 mmol) and allyl acetate (2a, 2 mmol) was refluxed in the presence of catalytic amounts of Pt(acac) 2 (2.5 mmol%) and PPh 3 (10 mmol%) in benzene for 24 h, N-allyl-1,2,3,4-tetrahydrocarbazole (3a) was formed in only 7% yield (entry 1 in Table 1 ). Among the monodentate ligands including PPh 3 (entry 1), (2-CH 3 C 6 H 4 ) 3 P (entry 2), (3-CH 3 C 6 H 4 ) 3 P (entry 3), (4-CH 3 C 6 H 4 ) 3 P (entry 4), (4-FC 6 H 4 ) 3 P (entry 5), (4-ClC 6 H 4 ) 3 P (entry 6), (n-butyl) 3 P (entry 7), (3-CH 3 OC 6 H 4 ) 3 P (entry 8), (4-CH 3 OC 6 H 4 ) 3 P (entry 9), (2-furyl) 3 P (entry 10), (2,6-diCH 3 OC 6 H 3 ) 3 P (entry 11), and (2,4,6-triCH 3 OC 6 H 2 ) 3 P (entry 12) were used. Furthermore, the bidentate ligands dppm (entry 13), dppf (entry 14), dppe (entry 15), and dppb (entry 16) were evaluated in the reaction. The catalytic reactivity of the ligand (4-ClC 6 H 4 ) 3 P was likely due to improved catalyst stability and got N-allylation product 3a and C3-allylation product 4a-allyl-2,3,4,4a-tetrahydro-1H-carbazole (4a) in 69 and 30% yields, respectively (entry 6).
The regisoselectivity N-allylation and C-allylation of 1,2,3,4-tetrahydrocarbazole was about 2:1 ratio. In our condition, N-allylation of 1,2,3,4-tetrahydrocarbazole was the major compound. The predominant N-allylation derivative might be the result of different elements which seemed to control the reaction; however, no decisive conclusion seemed to have been reached. The reaction did not occur in the absence of the phosphine ligand (entry 17) or platinum species (entry 18). The environmental condition was also investigated. At 50 • C, in the presence of Pt(acac) 2 4 with extra (4-ClC 6 H 4 ) 3 P as catalyst increased the yields of products (entries 29 and 31). During the reaction, adding the phosphine ligands could increase the activity of the platinum catalyst. Reduction in the ratio of Pt(acac) 2 to (4-ClC 6 H 4 ) 3 P as 1:1 (entry 32), 1:2 (entry 33), and 1:3 (entry 34) ratios decreased the yield in the reaction. It was known that several factors, such as the solvent and nature of the nucleophile, could alter the product pattern in the metal-catalyzed allylation. The six solvents were investigated (entries 6 and 35-39) . Although the toxicity of benzene is known, it was the best solvent in this reaction. This survey defined simple and convenient catalyst way for N-allylation and C-allylation of hindered indoles in high yields (entry 6). The high efficiency of the allylation reactions described above encouraged us to extend the reaction to allylic compounds. The results for allylation of a number of allylic compounds 2b-f with 1,2,3,4-tetrahydrocarbazole (1a) using Pt(acac) 2 and (4-ClC 6 H 4 ) 3 P were summarized in Table 2 . 3-Buten-2-yl acetate (2b) which reacted with 1a gave 3b and 4b in 54 and 23% yields, respectively (entry 1). The E/Z ratio of 3b and 4b was determined by GC. The product E alkene generated from the more thermodynamically stable syn complex. The corresponding reaction with crotyl acetate (2c) afforded N-allylated and C-allylated tetrahydrocarbazole in overall 87% yields (entry 2). These products might all be derived from the same π-allylic intermediate which could be attacked at the C-1. The reaction was considered to proceed via π-allylplatinum intermediates. The loss of stereochemistry of starting acetate 2b was due to a rapid σ↔η 3 ↔σ interconversion of the intermediates compared to the rate of allylation. Allylation of trans-2-hexen-1-yl acetate (2d) gave mixtures of N-allylated and C-allylated tetrahydrocarbazole 3c and 4c in yields of 45 and 27%, respectively (entry 3). Reaction of allyl chloride (2e) produced 3a and 4a in yields of 34 and 12%, respectively (entry 4). The allyl chloride is not a good reagent for allylation, but with Pt(acac) 2 (0.05 mmol) and (4-ClC 6 H 4 ) 3 P (0.2 mmol), the totally yields increased to 75% (entry 5). Lastly, reaction of 1a with allyl carbonate (2f) afforded 3a and 4a in overall 92% yields (entry 6). The reaction conditions developed above were found to be useful and efficient to corresponding indole derivatives (Table 3) . The results collected in Table 3 shown that allylation of allyl acetate (2a) with indoles using Pt(acac) 2 and (4-ClC 6 H 4 ) 3 P, giving general good yields of the corresponding allylic indoles (entries 1-3). Cycloheptane-fused indole (1b) was used in the reaction and gave 97% yields of the corresponding N-allylated and C-allylated products (entry 1). 2,3-Dimethyl indole (1c) was under investigation. The overall yield was 98% (entry 2). Finally, allylation of the simpler 3-methylindole (1d) was tested in the reaction. 3-Methylindole (1d) generated the allylation products 3f in a 47% yield and 4f in a 24% yield after 24 h (entry 3). 
Experimental Section

General Considerations
Reagents were obtained from Acros Organics (Geel, Belgium), Tokyo Chemical Industry (Tokyo, Japan), Sigma-Aldrich (St. Louis, MO, USA), and Alfa-Aesar (Ward Hill, MA, USA), and used without further purification. All reactions were carried out under a nitrogen atmosphere. Solvents were dried and distilled by known methods. Cloumn chromatography was performed on silica gel. IR absorption spectra were recorded on Shimadzu IR-27G and Perkin-Elmer System 2000FT-IR spectrophotometers. Proton nuclear magnetic resonance ( 1 H-NMR, 400 MHz) and carbon-13 NMR spectra were measured with Varian Unity-400 spectrometers. Carbon multiplicities were obtained from DEPT experiments. Chemical shifts (δ) and coupling constants (Hz) were measured with respect to TMS or chloroform-d 1 . Mass and high-resolution mass spectra (HRMS) were taken on a Hewlett-Packard 5989A or JEOL JMS D-100 instrument, with a direct inlet system.
General Procedure
A mixture of 1,2,3,4-tetrahydrocarbazole (1a, 1 mmol), allyl acetate (2a, 2 mmol), Pt(acac) 2 (9.7 mg, 0.025 mmol), and (4-ClC 6 H 4 ) 3 P (36.5 mg, 0.1 mmol) in benzene (5 mL) was refluxed for 24 h. After cooling, the solvent was distilled under reduced pressure. Column chromatography (n-hexane/EtOAc = 4:1) of the residue afforded 146 mg (69%) of 3a and 63 mg (30%) 4a, respectively. 
Conclusions
In conclusion, we developed a catalytic system that used platinum-catalyzed allylation of heterocycle fused indoles with allylic acetates for a convenient and simple method to form C-N or C-C bonds. The reaction condition did not occur without any platinum catalyst and phosphine ligand. The allylation of allylic acetates worked well with carbazoles, giving generally good yields of corresponding allylic carbazoles.
